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DETAILED ACTION 

1. The Preliminary Amendment dated March 21, 2002 is 
acknowledged. According to this preliminary amendment claim 3-18 
were amended. Claims 1-18 are present in this application. 

2. Election 

Applicant's election with traverse of Group I, filed June 
18, 2004, original claims 1-3, drawn to a polypeptide of SEQ ID 
NO: 30 (residues 1-123) is acknowledged. The traversal is on the 
ground (s) that there is a unity of invention with respect to 
Groups I, II III and IV. Applicant traverses the lack of unity 
requirement (beginning at page 2) by stating that the unity of 
invention standard must be applied in national stage 
applications. Applicants though do not cite sections of MPEP § 
1800 in support of their statements, but instead cite Annex B, 
page AI-63 and more specifically example 17. In response to 
applicant's statements, it is noted that the unity of invention 
standard was applied to original claims 1-18 in evaluating the 
claims for unity of invention and restricting the claims 
according to 35 U.S.C. 121 and 372. MPEP § 1893.03 (d) states, 
"If the examiner finds that a national stage application lacks 
unity of invention under § 1.475, the examiner may in an Office 
action require the applicant in the response to that action to 
elect the invention to which the claims shall be restricted" . 
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Also, according to PCT Rule 13.2, unity of invention exists only 
when the shared same or corresponding technical feature is a 
contribution over the prior art. The inventions of original 
claims 1-18 do not relate to a single general inventive concept 
because the shared technical features of the claimed polypeptide 
and polynucleotide lack novelty or inventive step and therefore, 
do not make these technical features a contribution over the 
prior art. In accordance with MPEP § 1893.03(d), the examiner 
properly applied the unity of invention standard to original 
claims 1-18 in the instant application. 

Applicants' claim 4 is drawn to a DNA that encodes an amino 
acid sequence of SEQ ID NO: 30, wherein one or more amino acid 
are substituted, deleted, inserted or added. Such a sequence has 
no sequence homology limitation and will read on any DNA 
sequence encoding a protein having Phospholipase A2 activity. 
Relevant prior art references are Accession No. U953 01, a 
Phospholipase A2 , (1997); or DNA encoding a secreted 
Phospholipase A2 taught by Cupillard et al. [J. Biol. Chem. 272 
(25): 15745-15752, June 20 1997]. 

Beginning at the top of page 2, applicant cites Example 17, 
Part 2 of Annex B to the Administrative Instructions Under the 
PCT, which states: 
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Example 17 

Claim 1: Protein X. 

Claim 2: DNA sequence encoding protein X. 

Expression of the DNA sequence in a host results in the 
production of a protein which is determined by the DNA 
sequence. The protein and the DNA sequence exhibit 
corresponding special technical features. Unity between 
claims 1 and 2 is accepted. 

Applicant argues the examiner should withdraw the lack of unity 

requirement with respect to claims of Group I, drawn to the 

special technical feature of a polypeptide, and co-examine the 

claims of Group II with the elected claims of Group I. 

Applicants further argue as per PCT Rule 13.2 that Groups I and 

II share the same corresponding special technical feature in the 

protein of Group I and the DNA which encodes the protein of 

Group I is the DNA of Group II and, as such, should be rejoined 

and examined in the present application. Further, the special 

technical feature of Group I and Group III can clearly be seen 

to be the protein of Group I and, as such, it is submitted that 

Group III should also be rejoined with Groups I and II and 

examined in the present application. Further, it can be seen 

that the special technical feature of Group IV is the protein of 

Group I and, therefore, the claims of Group IV should also be 

rejoined with the claims of Group I, II and III and examined in 

the present application. 
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Applicant's argument is not found persuasive. According to 
PCT Rule 13.2, unity of invention exists only when there is a 
shared same or corresponding special technical feature among the 
claimed inventions. The DNA of claim 4, which is drawn to any 
DNA [subjected to the modification of one or more additions, 
deletions, substitution or insertions] as per the claim 
recitation is interpreted to read on any DNA sequence of any 
similarity to SEQ ID NO: 29 and capable of encoding a 
Phospholipase A2 , is encompassed by such a DNA and that, when 
expressed in a host, results in the production of proteins that 
do not correspond to the protein of Group I. Therefore, the DNA 
of Group II, particularly the DNA of claim 4, does not share a 
corresponding special technical feature with the polypeptide of 
Group I, and thus the inventions do not have unity of invention. 
Furthermore, according to PCT Rule 13.2, unity of invention 
exists only when the shared same or corresponding technical 
feature is a contribution over the prior art. The inventions of 
Groups I and II do not have unity of invention because the 
technical feature of Group II do not contribute over the prior 
art . 

Thus, there is no unity of invention between the enzyme of 
Group I and the antibody and Phospholipase inhibitor screening 
method of III and IV, because the antibody and the method are 
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not needed to make and use the enzyme or that the enzyme can be 
used in a distinct method such an in a treating composition. As 
per the rejoinder of method claims when the product claims 
become allowable, Applicants are referred to the previous Office 
Action for the rejoinder notice. Thus, the determination of lack 
of unity is proper under the PCT treaty. 

The lack of unity determination is not made FINAL yet, 
because of the newly introduced prior art cited in this Office 
Action. 

3 . Claims withdrawn : 

Claims 4-18 are withdrawn from further consideration by the 
examiner, 37 CFR 1.142(b), as being drawn to a non-elected 
invention, the requirement having been traversed. 

4. Claims 1-3 are pending and under consideration in this 
examination. 

5. Priority 

Acknowledgment is made of applicants' claim for priority 
based on an application filed in Japan on September 18, 1999. 
4. Specification 

The specification has not been checked to the extent 
necessary to determine the presence of all possible minor 
errors. Applicant's cooperation is requested in correcting any 
errors of which applicant may become aware in the specification. 



Application/Control Number: 10/088,092 Page 7 

Art Unit: 1652 

5. 35 17.5. C. § 112, first paragraph 

Claim 3 is rejected under 35 U.S.C. 112, first paragraph, 
because the specification, while being enabling for a human 
secretory phospholipase A2 of SEQ ID NO: 30, does not reasonably 
provide enablement for any phospholipase wherein SEQ ID NO: 3 0 
has been modified to any extent i.e., wherein one or more amino 
acid residues are added, inserted or deleted or substituted and 
having Phospholipase A2 activity. The specification does not 
enable any person skilled in the art to which it pertains, or 
with which it is most nearly connected, to make the invention 
commensurate in scope with these claims. 

The scope of the claims is not commensurate with the 
enablement provided by the disclosure with regard to the 
extremely large number of phospholipases-A2 broadly encompassed 
by the claims. Since the amino acid sequence of a protein 
determines its structural and functional properties, 
predictability of which changes can be tolerated in a protein's 
amino acid sequence and obtain the desired activity requires a 
knowledge of and guidance with regard to which amino acids in 
the protein's sequence, if any, are tolerant of modification and 
which are conserved (i.e. expectedly intolerant to 
modification) , and detailed knowledge of the ways in which the 
proteins' structure relates to its function. However, in this 
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case the disclosure is limited to the nucleotide and encoded 
amino acid sequence of phospholipase-A2 of SEQ ID NO : 30. 

While recombinant and mutagenesis techniques are known, it 
is not routine in the art to screen for multiple substitutions 
or multiple modifications, as encompassed by the instant claims, 
and the positions within a protein's sequence where amino acid 
modifications can be made with a reasonable expectation of 
success in obtaining the desired activity/utility are limited in 
any protein and the result of such modifications is 
unpredictable. In addition, one skilled in the art would expect 
any tolerance to modification for a given protein to diminish 
with each further and additional modification, e.g. multiple 
substitutions . 

The specification does not support the broad scope of the 
claims which encompass all modifications of phospholipase-A2 of 
SEQ ID NO: 3 0 by addition, deletion, substitution or insertion, 
because the specification does not establish: (A) regions of the 
protein structure which may be modified without effecting 
phospholipase-A2 activity; (B) the general tolerance of 
phospholipase-A2 to modification and extent of such tolerance; 
(C) a rational and predictable scheme for modifying any 
phospholipase-A2 residues with an expectation of obtaining the 
desired biological function; and (D) the specification provides 
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insufficient guidance as to which of the essentially infinite 
possible choices is likely to be successful. 

Thus, applicants have not provided sufficient guidance to 
enable one of ordinary skill in the art to make and use the 
claimed invention in a manner reasonably correlated with the 
scope of the claim broadly including obtaining Phospholipase (s) - 
A2 by enormous number of amino acid modifications of SEQ ID NO: 
30. The scope of the claims must bear a reasonable correlation 
with the scope of enablement ( In re Fisher , 166 USPQ 19 24 (CCPA 
1970)). Without sufficient guidance, determination of 

Phospholipase (s) -A2 having the desired biological 

characteristics is unpredictable and the experimentation left to 
those skilled in the art is improper and undue in making the 
modified enzyme. See In re Wands 858 F.2d 731, 8 USPQ2nd 1400 
(Fed. Cir, 1988) . 

6. Claim Rejections - 35 USC § 112 (second paragraph) 

Claims 1-3 are rejected under 35 U.S.C.§ 112, second 
paragraph, as being indefinite for failing to particularly point 
out and distinctly claim the subject matter which applicant 
regards as the invention. 

Claim 1, line 1, recites x from first Asn' to 123 rd Cys 
of...SEQ ID NO: 30'. Similarly claim 2, line 1, recites 'from 19 th 
Asn' to 123 rd Cys of...SEQ ID NO: 30'. However, according to 
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Applicants' computer readable form of the sequence listing the 
correspondence of the amino acid position as claimed is not 
correct, and therefore, the claims are indefinite. SEQ ID NO: 3 0 
carries a pre- sequence or signal sequence of about 19 amino 
acids which need to be accounted in the numbering of the claims . 

Correcting the claim language to recite 'SEQ ID NO: 30' or 
other suitable modifications will over come this rejection. 

Claim 3 is included in the rejection for failing to correct 
the defect present in the base claim (s) . 
7. 35 U.S.C. § 101 

35 U.S.C. §101 reads as follows: 

"Whoever invents or discovers any new and useful process, 
machine, manufacture, or composition of matter or any new 
and useful improvement thereof, may obtain a patent 
therefore, subject to the conditions and requirements of 
this title" . 

Claims 1-3 are rejected under 35 U.S.C. § 101 because the 
claimed invention is directed toward non- statutory subject 
matter. 

In the absence of the hand of man, naturally occurring 
proteins and/or nucleic acids are considered non-statutory 
subject matter. Diamond v. Chakrabarty, 206 USPQ 193 (1980) . 
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This rejection may be overcome by amending the claims 1-3 to 

recite wording such as "An isolated protein" . 

8. Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs 

of 3 5 U.S.C. 102 that form the basis for the rejections under 

this section made in this Office action: 

A person shall be entitled to a patent unless 

(b) the invention was patented or described in a 
printed publication in this or a foreign country or in 
public use or on sale in this country, more than one 
year prior to the date of application for patent in 
the United States. 

Claim 3 is rejected under 35 U.S.C. 102(b) as being anticipated 

by any one of the following references: (1). Accession No. 

S17860, (2). US Patent 5656602 (issued 1997), (3) Accession No. 

AAR10126, (4) Accession No. AAR63055, (5) Accession No. U95301, 

and (6) Cupillard et al . [J. Biol. Chem. 272 (25): 15745-15752, 

June 20 1997] . 

Claim 3 is drawn to an amino acid sequence of SEQ ID NO: 
30, wherein one or more amino acid are substituted, deleted, 
inserted or added. Such a sequence has no sequence homology 
limitation and will read on any protein sequence having 
Phospholipase A2 activity. Prior art references 1-4 disclose 
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proteins having Phospholipase A2 activities and amino acid 
sequence similarity between 45% and 51% compared to SEQ ID NO: 



Prior art reference 5-6 disclose proteins having 
Phospholipase A2 activities. The claims are written so broadly, 
and therefore anticipated by the references. 

9. No claim is allowed. 

10. Any inquiry concerning this communication or earlier 
communications from the examiner should be directed to Tekchand 
Saidha (Ph.D.) whose telephone number is (571) 272-0940. The 
examiner can normally be reached on Monday-Friday from 8:15 am 
to 4:45 pm. 

If attempts to reach the examiner by telephone are 
unsuccessful, the examiner's supervisor, Ponnathapu 

Achutamurthy, can be reached at (571) 272-0928. The fax phone 
number for this Group in the Technology Center is 703 872-9306. 

Any inquiry of a general nature or relating to the status 
of this application or proceeding should be directed to the 
Group receptionist whose telephone number is 571 272-1600. 



Tekcftand Saidha 
Primary Examiner, Art Unit 1652 
Recombinant Enzymes, E03A61 Remsen Bid. 
4 00 Dulany Street, Alexandria, VA 
Telephone : (571) 272-0940 



30. The references anticipates the claim. 




July 18, 2004 



